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Claims 




1 . A method of \maging of an animate human or non- 
human animal body, \which method comprises: administering 
parenterally to sai^ body a particulate material 
comprising a matrix \pr membrane material and at least 
one contrast generataVig species, which matrix or 
membrane material is responsive to a pre-selected 
physiological paramete A whereby to alter the contrast 
efficacy of said species\ in response to a change in the 
value of said parameter ; Venerating image data of at 
least part of said body in\which said species is 
present; and generating therefrom a signal indicative of 
the value or variation of sa\d parameter in said part of 
said body. 

2. A method as claimed in siaiffT 1 wherein the 
physiological parajr^-t^fis pH, temperature, pressure, 
carbon dioxid^'ffension, enzyme activity, tissue 
electrioa-^activi ty , tissue diffusion or ion 
concefitration . 



3 . A method as claimed in claim 2 wherein the 
physiological parameter is pH, temperature or pressure. 

4 . A method as claimed in >ar* y one o f c laims — t£>— 2 ' 

wherein the response of the matrix or membrane material 
to a change in the value of tnfe pre-selected 
physiological parameter is a change fta matrix or 
membrane permeability or chemicK^j _oj^ppysical breakdown 
of- the matrix or membrane materi 



5. A method as claimed i n any. 

wherein the imaging technique is MRI , \pcint igraphy or 
ultrasound or X-ray imaging. 
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A method of MR/ as claimed in claim 5 wherein the 
ontrast generating species is a paramagnetic and/or 
superparamagne t lc/compound and/or an iron oxide or a 
gadolinium or dysprosium compound. 

7. A method of ultrasound ijn^ging as claimed in claim 
5 wherein the contrast gep^rating species is an 
encapsulated gas selected from air, a f luorohydrocarbon , 
sulphur hexe^luorijie and a perf luorocarbon . 



8. A rr/ethgxl of yltrasound imaging as claimed in claim 
5 where ib^t he particulate material comprises a 
temperature — pressure or pH sensitive emulsion or 
suspension . 

9. A method as claimed in claim 1 wherein said 
particulate material is in combination with a targeting 
ligand for a cell or receptor of interest. 



10 . A method as claimed in claim 1 wherein the membrane 
material forms a vesVcle. 

11. A method as claimed in claim 1 wherein the matrix 
or membrane material isVselected from a phospholipid and 
a physiologically acceptable polymer. 

12 . A method as claimfed in claim 10 <eu^ i l wherein the 
membrane material formsya temperature or pH sensitive 
1 iposome . 



13 . A method as claimed injGla^m 12 wherein the 
liposome is stable at normal jfeomy temperature but 
exhibits increased water pernjsdofcility or leakage at 
temperatures greater than normaV body temperature . 



14 . A method as claimed in aG/kim 1 wherein the contrast 
efficacy is altered by interXof ijon between the contrast 
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generating species and the environment in the part of 
the animal body wh\ere the matrix or membrane material 
has responded to alchange in the value of the 
physiological parameter . 

15. A method as clbimed in ^afty — on - e — of — trh^ — pi eceding 
e-3-orrnrs wherein the Physiological parameter is 
temperature and wherein the change in the value of said 
parameter is related to cancer, cardiovascular disease 
or inflammation or Jesuits from the treatment of 
hyperthermia in the janimal body. 

16 . A method as claimed in any-— ^ne — ©-£ — e-3ramns — 1 — trer-l"^ 

wherein the physiological parameter is pH and wherein 
the change in the value of said parameter is caused by 
cancer, cardiovascular disease, osteoporosis, 
inflammations or aut oimmurie diseases. 



17. A method as claiv 
wherein in addition tc 
indicative of the valu* 
physiological parameter\ 



he 



tor 



any one of claims 1 to 16 
generation of a signal 
variation of a pre -determined 
a part of the animal body in 



which the contrast generating species is present, an 
anatomical image of the sape part of the animal body is 
generated . 

18. A method as claimed in ^laim 17 wherein no contrast 
agent is used to generate the\ anatomical image, 

19. A method as claimed in cl^irn 17 wherein a contrast 
agent is used in the generat ion\of the anatomical image. 



20. A method as claimed in clairA 19 wherein the same 
contrast agent is used to generates a signal relating to 
the pre-selected physiological parameter and the 
anatomical image. 



WO 99/5250 




* 



PCT/GB99/01100 



79 - 

21. A contrast medium \for imaging of a physiological 
parameter, said medium Comprising a particulate material 
the particles whereof cgpl^rise a matrix or membrane 
material and at least cfhif contrast generating species, 
said matrix or membrane irpateyrial being responsive to 
said physiological paranMfe^r to cause the contrast 
efficacy of said contrast! generating species to vary in 
response to said parametei 



22. The use of a contrast generating species for the 
manufacture of a particulate contrast medium for use in 
a method of diagnosis comprising generating a signal 
indicative of the value ofy^s^id physiological parameter, 
the particles of said contrast medium comprising a 
matrix or membrane mate/^l and i-fe^least one contrast 
generating species, s&Ljqf matrix or membrane material 
being responsive to s^Ld physiological parameter to 
cause the contrast efficacy of said contrast generating 
species to vary in Response to said parameter. 



23. A method of imaging of an animate human or non- 
human animal body, whrch method comprises: 

administering pareWerally to said body at least 



one contrast generating 
whereof is responsive to (a x 
selected physiological pa: 
generating image data 
in which said species is pi 



ihan< 



the contrast efficacy 
in value of a pre- 



least part of said body 
;en\t ; and 



generating therefrom a sigrral indicative of the 
value or variation of said parameter in said part of 
said body and also generating an anatomical image of the 
same part of the animal body. 




